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i*mm*<x>mvn 




[I] 



H' 



X 



•2 



x 1 4 

, wn&mT)i*c»m. fitT;^-;^^ t£*gm7;t/*-;«> «yy-/i/3S 
, S79/i/*/i/£, *^/jK^s//i/3£, #;wt^-f;i/^ 

tt*/i/*-/i/*fcs%u ftt, R 3 tt, ***** ffnr 
(rciT*, iii7^^M, i^^D7^^n< KJ/fnr^' 



i 



ffiHE# 2002-3087425 




Xtt, - (CH 2 ) m -R 4 <Z>* (i^T?, R 4 «> trUS?^«, 7'JM 
- T 5 J F B * ^I/tf^ 5//l/»fttf */l^2$s* &3WKS.*t . 

#AftftttfftfJtt& ffi*^«K:#fc£^S^ «4fcft*tt*«A/ffl, »*«^a«(ttfls 
*n~*-/i/3fctt, ^^-7xDX £*>9*fi&JS£B8flS»U &t^©<fcjfitf/WHI 
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jjjb^y-jv, i/Z^ysy. i/jt^^yxpfcxyr-b. xys/#tf>, s- 

y*\;**?jisy. *7*w(t/>* v>rhv-f>>> 
c. 7#^/i/fc^>>* fcf^;i/tfi/>, xtr/i/trs/^/, ^n^f^xfw- 

y, 

St*«^tte4waft^«tt, t/xzf^y. u^y^^y. xiz**c*?v 
bTS/yyv&v* 

ffitf/v'B^Uisytr-t—limmmZ. A Uv*XliSU5 4 1 6T?»y, 
^n-^«E#tt, IMC-C 2 2 5X»RhuMa bVEGFTJAU 



2002-3087425 




«Sn«ft«* (d3T% R 1 , R 2 % R 3 , R 4 . m, Y. G, X 1 , &tfX 2 i*, 

5-7^n^^J/;i/; S-l; F^VM^J/X 
S-Uo-: 1,6 ; IMC-C2 2 5, MRhuMa b VEGF^^^i* v . 

- ) : 

»- 

[»#«3] G#, 5£: 
[ft 2] 




Xtt 
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HO OH 

tt2ffi;&m O&X&i llftlctS'&bTfey, fro, **i-?*iS!ftSCIC, 
tt<Z>8*II. 

[it*3C5] g#, u-D-^ne7;^i^y, fro, x^tfx 2 ** 

, ^eti^ti-f > Fa ^nn^;w^;-^i©2fi:Mi o&c^bfet: Fn* 
[»#3(6] R*fr, ★SRJK^afey, fro, R 2 fr, &55l: 




[»#3C7] R X fr, **«-?Tf» U, fro, R 2 fr, -CH 2 -R 4 (iit», 
R 4 &, 6-HKn*$/**7l/fcTy s^>-2 — r;i/«£^) "»#*5 

[»*«8] R X fr, TKaHR-^Tfey, fro, R 2 fr, -ch 2 -r 4 (r^r% 

r 4 &, try vy-A-^^m^-t) -e&s, 5 ia«©«3a. 

C»*«9] R*fr, fro, R 2 fr, -CH 2 -R 4 (ZLZLT-, 

r 4 &, 5-fcFn^i/^f^ , ;^>-4-'fM^t) 
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;wfc&j, tt^ttf^wsttffl." tft#A»tt#t£«>*k «4&k^^&»u m*^^- 
[I«9i4] ^«±^a*<z>»*^isa«©«;iT*^3*iS'ffc^* (cist? 

, R\ RK R 3 , R 4 > m, Y, G, X 1 , 2fctfX 2 tt, fcW«n?**. 

) ^as<t%i«ja±xtt*cDiii*»K:i ! i s »b#«**, mtfA^r^Mb&i 
, &*MttftW8f«BW, #L#A,«t*»n. m^-as^sa 

^yirn-^tftflc, >f;y#-:7xn:y, ^*^»l««?W«s*I, Jfctf 
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m&m 1 5 ] mm±m$bA<Dm&m i mmo^ i $ n & it^m u^t 

, rK R\ R 3 , R 4 , m, Y, G, X 1 , »tFX 2 tt, fclW?**. 

y#*iz;i/; vt.-J^v. *;i/^^7f>> tf^if u -f^^y ; -fv^-r- 

xy-fh-f-t/y ; -fi^y-0\ su54i6; imc-C2 

2 5, StFRhuMa b VE G F^P>^5^f)I^S^SM±tiI©^ 
[»#3U 6] G#, 55: 




[ft 7] 
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[f^l8] G#, J8 -D-*7l/3lf9 7 J/MT'fe»J, fro, X^tfX 2 

-en^ti^f y FnifnD*;i/A!/-;v^© 2&&tfi ofttc^bfet: Fa 

[»^19] R 1 ^ 7K^M^^y. R 2 fr\ 

[ft 8] 




[1^2 0] R 1 *^ ykmm*T*&*). fro, R 2 fr\ -CH 2 -R 4 

„ r%, 6-bKn#i/^f;i/ifuy>-2->f;H^t) 

1 8««6D*tS. 

[IMfcjRS:* R 1 *^ fro, R 2 fr% -ch 2 -r 4 (rrT? 

[fl»*-«^-Zi- R 1 ^ *3M*?tf**K fro, R 2 fr% -CH 2 -R 4 ' 
1 8SB*©#$U 

[»^2 3] fflhfcEC 1 SB«©5f5 I T?^£*l<5ttl=r^fr\ ^:IA: 
[ft 9] 




JfJlfc# 2002-3087425 




tiS^ (m% R X > R 2 , R 3 , R 4 , m, Y, G, X 1 , &tfX%, flf* 

ui/y*i-t— Mumn. *J9n—. ^f>^-7in>, £«3*&f&4£ 

(d£T% R 1 , R 2 , R 3 > R 4 . m, Y, G, X 1 , &tfX 2 &, 
S/F; K"fe#3riz;K u # 12/1/ ; y^zf^^y, XJltfT'^y. * 

Z-tfVzf^^y ; >f y J^rfjy. btfrfiy, ijyzfb^yy; 

SU54 1 6 ; IMC-C2 2 5, &t>* R h u M a b VEGF^^&S^^ 

[»#«2 6] G#, 5$: 
MfSl 0] 
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HO OH 

X&2&#.t>*i o&xiii l&lcMi^bTfcy, fro, -^n^.tattsc, An$* 

[ff:£3®2 8] Gfr, 0 -D- 401/3 tr^y $/;i/STS>»;, fro, x^tfx 2 

[fM2 9] R 1 ^, fro, R 2 fr, >.•-•- 

[ft 12] 




[f#S3 0] R X fr, fro, R 2 fr, -CH 2 -R 4 (rrT* 

, R 4 J±, 6 -\L Kn^^/^^^tfU 2 ->f JimZrt-t) T*&5, flt#£ 
2 8Sa^O^Mo 

[»#3C3 1] R X fr, *3K«-?-T?&y, fro, R 2 fr, -CH 2 -R 4 

, r 4 &, try s?>-4 — f ;i/^&^*r) t*&&, ^^2 smm&tizfto 

[fM3 2] R X fr, MI^*y, fro, R 2 fr, -CH 2 -R 4 (lit- 

[§M3 3] »##i»tt©^iT?^3ft5ft-£ft#* *IA: 
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lit 1 3 ] 




[ISlBCDffcfflfcSfctjl!] 
[0 0 0 1] 

[0 0 0 2] 
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[0 0 0 3] 

91842 ^mmm. mm^mm 5668271 ^H#f^s 5 8 0 4 

5 6 4 #^0*, mmnmm 5 9 2 2 8. 6 0 ^mmm. m^mm 95/306 

8 K ISS«9 6/04 2 9 3 f ;ry 7 1/7 H^RSIS 

9 8/0 7 .4, 3- 7H»K ®C*H#»ffi0^B9^«»O 5 2 8 0 3 0 #M 
I, 5 3 9 0#&$g&if) „ 

[OCwi jv - 

3p0 2- 1 0 8 6 3 6^i, 4/2 0 1 0 6f;1>7 U»y b, K 

|»^|8^2 001/0412 5#7N°>7 l/y K #i¥0 8 - 5 0 0 1 2#<&# 

, jfl^i 0- 5 0 0 3 9 4 #<&#&£) o j^^n^U 

(T. Yoshinari et a 1 . , Cancer Resea 
rch, 55, 1310-1315 (1 9 9 5)). SklC 5fefftt*A»K:tt 

[0 0 0 5] 
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[0 0 0 6] 

[0 0 0 7] 

[0 0 0 8] 

[0 0 0 9] 
[flSl 4] 




[0 0 10] 



1 3 
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®mrfr*-)\,m. 7^/i/*/i/S. fi<ttiiii(iit 

, iii7;^M, fMBftr/i/^m/ns, iii7;^-M, mrv-jvm 

*is, 75/1, i/7;i, €;-»7;^;v75 ;i, s?-fi»r^/*^r 

&*;V3}n-;H$:^U fit, R 3 tt, tK^M^ ffii7;v^;H, ^n7' 
J/^n7;i/^«7^^riH, 7'J-M, 7^/1/^/1^ ©3&7 

mUC^IIS «ffi«7/i/*/HE; P 7/1/ *S/^n7M 

/WBRT/l/*/l/«, I7'J-;H> «79**^*aOfK«*^;^:-- . . 

«*S*ITV^T% *VM1 75/S, #/Vr: r ^.. \i ;.V ;if/Wl ^> 

^ /M, ^7 / SMIS17;v3dr i/*;i/3K-;va^ e> ^swvi 

SI^StlSSSIS•T?gmS^lTV^T : foJ:V^<gjR7/^^/^il^ i E/-X^i^~©il 
Xtt, ^ : - (CH 2 ) m -R A <Dm {ZZX*. R 4 te> H°U^/V*> 7'JM 

7-W/^U 7 5 i E/-®m7/l/=3r/l/7 5/»> ^-it7;i/^^ 
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0 #2002-084677 ^ 

/i/rtSfr e> * -s e> »*R s ft s sr*ggi s nx v nt % «fc v ^^r;i/ =¥;i/« & > 

Gtt, 2««*XttAft«8iS«rS%b ; fit, 
^s/S. T^;bn^e/S, fflBcrftn**/ ;i/^x«iS 

tf/u&ftm&im* ffi&Aj&ffi&mm* m®m&ffi&/vM. 

mtfi/u&u ^hrf >mm<*, . *m? °. % > y*+- nmmm:- 

•tifr^y-fr, i/#^¥y. i/^7tf>t^*X7r-h, re/ fcf>, S - 
C> TZ^frifi/y, fc?^;i/t?S/>, xtf;i/tfi/i/, y;^^f>^f75Y- 



1 5 
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jtf^K, y^y^x K-fe^^r-fe;K r?*y#3riz;K Xtetry wi/t^:v^& 

y. 

Jl^^a^BBttfls-^fttt, i/^zf^^y. #;i/tf^^>> x\****fV 

ffitf/u&jj y^Vf-v ymmmt. -(VJ^xy, htfruy* xitJjy? 
h"ryyy-£$>*)* 

^n-^/b^ifrtt, IMC-C 2 2 5XtiRhuMa bVEGFt'fe'J 

xi*?^;,- v \~'i*e&y, *ux, 

[0 0 11] 

(r^T% R X > R 2 > R 3 , R 4 > m, Y, G % X 1 , &t>*X 2 Wu 1 



5 -7;i/^-n^^i/;i/ ; S-l; >fAt/#fc?>; F*y/l/l£5>5>, ih 
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, SU5416; IMC-C2 2 5, &tfRhuMa bVEGF^^^S^ 

jku>&^t?%*<. xw:, mm<Dujzitfvym : ffl£Mfr&t>t*ftx%&^ 

. ) : 

[0 0 12] 

, R 2 . R 3 . R 4 . m, Y, G, X 1 , &tfX%, *«3(UR«i;»«. ) 'J> 

tf/v&ttMftffiw. ffi&him&mg.. mmm&ffitf/vM. ffi&A J &&±w&mt 
tttfiAj&uyzfhri/ynmfa ffitf/u&*u*/y*-±~-gmmw. *>'••:•• 

n-^m^ 0^-7xDX ^«j^»JS«FW»M, 3ttf*©teffi#^*!r 

[0013] 

„ R 2 , R 3 , R 4 . nu Y, G, X 1 , &t>*X 2 te, Jiffi HSH* « . \ 

t:%im&±x\* : t<DmmmK&®Lmz>&z* 5-y;v#uv^*/)i; s- 

; >fUy«K SU5416; IMC-C2 2 5. 

ft < t * i aj^±xtt*©^»tc»«^#«a^iia*-&*5*t> a-rrs - 



ffiiE^ 2002-3087425 




#2 002-084677 



[0 0 14] 

it&m (^IT% R 1 , R 2 , R 3 > R 4 m, Y, G, X 1 , &tfX 2 ^ 1 

&Aj&Tji*Mm. mtf/u&ttmt&ffim* $t&/u&ffi&w^ mmmmm^/v 

Mtf/u&&&mmt^w. m-^/u^y^h^-^ymm^ 
y^-i--^mmM> =tj#u-i-)\/ift{fc. >f>^-7inx mm^^mw 

[0 0 15] 

^ (31?, R 1 , R 2 . R 3 , R 4 , m, Y; .G, X 1 , 3tt)tX 2 l4, .S/V-^fi .£ 
7/M-n#^i//i/ ; s -i ^A^/^tf> ; K3f v;i/t?*/>, x \ - s'^'K ; 
•J^^f-y ; JVJT-fty. htf"rijy. ftyzf^rvy ; >fi/yiK su5 

416; IMC-C2 2 5, MRh uMa b VEGF^e>^S^?)M^ 

o 

[0 0 16] 

^3*l£ttlir# (i^t, R 1 , R 2 . R 3 R 4 m> Y, G, X 1 , fttfX 2 !*, 

Arf£^Wfg^L3n. 8fc#A/tt*flS£4fcK, te«Sl#ja*MSJ, jft#A/ttB&iMfcfti£ > 
tt, A/ffi# yzfY^-v ym^W, ffitfAj&*n*/y*'f--i£m.WM. tJ9 

1 8 ffiHE4# 2002-3087425 



0#2OO2-O 8 4 6 7 7 ^ 

(0 0 1 7] 

a«Sn*ft^* d^T% R 1 , R 2 , R 3 , R 4 . m, Y, G, X 1 , &tfX 2 Kfc. 
^fla^lWCT?**. ) 4>fc< im&>±* it?i:5-7;i/tn'?7^; s 

;i/*jf&4&, r?#y#3ffe;i/; t/xzf'yf-y* ijto^^*y. Jr^uzf^* 

y ; >f'j;f*>, h^#>, *>^K^2/>; -f^^t> SU54 16 
j IMC-C22 5, MRhuMabVEGF^e>^5^e>I^StlSi 

[0 0 18] 
[0 0 19] 

s e c-^;i/*, t e r t -f viz/* to 

%^t^y*tom. s\**/toM^-&mtfbn2>. 

[0 0 2 0] 

-e&y> «a.tf:/n'<-/i/g, z-'fr-tom. z--f*-tom. s-Ky*- 

tom, 4 -/\3r-fe-;i/«^##lf e>4xSo 
[0 0 2 1] 

torn, i-^tris-tom^ftm? e>*i&- 

[0 0 2 2] 

r*/tuTto*tom} ^^3 — 6M©e/^nr;i/^;i/«T*fey, tfl&tt 



1 9 
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[0 0 2 3] 

2-i/^n^p tr;t/x^/i/g, l -s/^n^^/x^ae, 2-$/*a^;i/x 
l -s/^n^>^;i/x^/i/3£, 2 n^>^;i/x^;i/^ l - 5/* 
□ /s^e/^x^;^ 3 ->>^n^=¥t/;v^ntf;^ 3 a^>^;i/:/n 
tf;i/S, 4 n/\3f 4 - 5/ ^ n ^^Mf^tf 6 

[0 0 2 4] 
[0 0 2 5] 

m^Mirz rru-;i/Sj tfflliJis^ifc. r^r;i/^;i/*j £Si&u 

[0 0 2 6] 
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try tcv-jvm, try ^ v-jvm. tr^-;i/S> v ur^-M^ft 

trnu^-;i/S. -f s #yy s?x;i/S, -Y^#yy-;i/g, fcr^u^-;i/« 
„ tr^^^n^, a-^u-yyn/i/ak -< v***i/u — 

yyn/ns, >f y^rvy /i/is, i,2-s?*-*9— /i/*, l.s-s^tf^— 
1,2- y 1 , 3 - s;^* y ^ n K n £ 9 -r- 
h9b Kn^^tT^-;^, 1,4 -i;f7-M, i,4-^f-f-M, 1,4- 

[0 0 2 7] 

r^/S> zfuvjir^ >fyynW5 ;i, ^f;i/T^;i, ^y^ 
jiyism, ^\^i/;i/7^ /I^^Jttsrt^T*^ fit, r*;-<g^y 
/• 7^ y«j iibxii. x^/i/^^^r^ ;i 

?-;uT^^as, i?^f;v7^;i, ^f;i/x^7$;& *^;v*y^/i/y>-' 

[0 0 2 8] 
[0 0 2 9] 
[0 0 3 0] 

'jf>i, >f y^ntry^^afi, y^y^y^. ^v^fUf^I, sec-y 
fjfvS, ^y^y^y^. -fy^>fyf>i. ^^>fjf>i, 
s/ y f>if©^ i~6 y ^yas^w&fi 
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[0 0 3 1] 

. -fV^>h3f^«> ^^b*^*. /\dpV^$/S^*^tf 

[0 0 3 2] 

[0 0 3 3] 

ryi;-;vj T-SglSftfc rffiftr/m^rS/iSj 
[0 0 3 4] 

7*0^^8, frm&<DmmwL2~ 6 mar** 

[0 0 3 5] 



2 2 2002-3087425 




[0 0 3 6] 
[0 0 3 7] 

mtt, 1~3 ^Klilt&S. 
[0 0 3 8] 

e> & -5 ^ e>Mf^ s s n?- x & i ~ 3 mn^nm s *i*c ^ t % £ < , 

* felHt 3 *lT Wt % * V* 5 j®if£&tf 6 jBSP-^S-^- M2.fc£ U 7 

[0 0 3 9] 

[0 0 4 0] 
[ftl5] 




[0 04 1] 
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[0 0 4 2] 



Cfb 1 6 ] 




HO OH 



[0 0 4 3] 

±sb^i t?^ 3 ft K:fcv*T, X^tfX 2 *^ ^ft-etW>Fa 
o, -£ft€ft3fi:£&c> ab^JSC^, fcKn*S/I, m,mTJVn*ri/mx\ZT? 
[0 04 4]- 

•3 6> c . i -e^ w ?*#iif**Mc* vVt, g*v iS-D-^-n^;*/ w 
^/a£T?fey, x^tfx 2 **, ^ft^ft^> Fntfna#;bAV-;i^©2 

. [0 0 4 5] 
R 2 #, 

[0 0 4 6] 
[flSl 7] 




[0 0 4 7] 



[0 0 4 8] 
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r 2 #, -ch 2 -r 4 (rr-e, R%, 6-HKn*S//^tfy-S?>-2- 
-f;i/S$:^-t) T? bvs 
[0 0 4 9] 

, R 2 #, -CH 2 -R 4 (rit% R 4 &, lf'J^>-4-^JI/S^t) *e& 
[0 0 5 0] 

R 2 ^ -CH 2 -R 4 (33T% R 4 tt, 5-t Kn#S/^^^/tfU^>-4 - 

-f;i/S£5^) UVS 

[0 0 5 1] 

£ U V V 

. C 0 5 2 ] 

[0 0 5 3] 
lit 181 

-OH 




HC 



OH 



)H 

[0 0 5 4] 
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[0 0 5 5] 

#T*££ 0 -eoj:-5 3&*i:L/Ttt, Mill Si, *«fc£©*K*MfcXttIfflfc 
±3B&*«;:n^/i/75 7/v¥->»fc£©#«t*3Sfc©£©^»^## 

[0 0 5 6] 

i&iT'm-znzfc&mit. &m$:m wmmmms 5 9 1 84 z^mmm. * 
m&rnm 5668271 ^mmm. xmnmrn 5 8 04 5 6 4 ^mmm. 
wigs 9 2 2 8 6 o^mmm&& Kmm<Di$mxte^frizmvttmz.®i-oT 

[0 0 5 7] 

t«I*.tf, 7/1/3-71/ (MA tf, x# y -/l/) v 4H^-:^-'«- 

aum sejeau JLflsffl, &rm. traak ^ . 

*5W, s&tcBTts^sf, xitmmm. «&^5fc«)©& 3-^ 

[0 0 5 8] 
[0 0 5 9] 

#/u«> Mitii, m®^. b»*38«^ Aat* 8 ^ t?ytm&h> m^mnafi/u. 
m&frmmft/u. %&/u. w#a/, m<d$ -m^ft/u. jsf#aa b&/v. $gB& 



2 6 
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#a,, wm&/u, safttoifiAj. r«#aa muffin i&jiatt^A*. *>f;i/*e;® 
mu&Aj* xtfiAj* Btf/u* m&/u, imwmjt?*».k s&cff*b<ti, ^© 

[0 0 6 0] 

tio ftpwifctttt, *mu ft*u y* 

[0 0 6 1] 

ic, grj*ic. x^JiIi^ic^#i-^fefecD2^Ji©^^&^^> : fe)©^^VA. * 
#Ar?&2£K:;i3V>TJBv%5 2oCDg!I<B©SS^&^Sffl^t>^SSM^*f 

[0 0 6 2] 

»ki, «#>w£T/i>*/i/ft»u «#^ttwiwi*i. «««iWttt&fMi. mmm 
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flints, ±m-m^ixm^ti^t^m^timm, 

[0 0 6 3] 
[0 0 6 4] 

[0 0 6 5] 

<> a^#ip t^t % 5 ^sp«#t % i < , w^^pte^ 

[0 0 6 6] 

Jct£#bT%«fcv^ ^IT*^£*lSft^#£&#bT^£^bT^©m 



2 8 ffi!I#2 0 0 2 - 3 0 8 7 4 2 5 
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[0 0 6 7] 

CO'0 6 8] 

[0 0 6 9] 

««&VH\ lit', r^fg^^j JfiSfijett, il o TMgfcft 

KlJ:oTl«x^^^-pfi|a#S:o<ti«;<S'&*«>KS:-a^t'S. rffc#>uttft 

mmmmMi it. ^hhw-h, 6-*;i/#^h^y:yy>j^>h\ 

*)l*7h7V >> 5-7^0^9^ (5-FU) , ^#:7-;i/, UFT, 
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\£y (*/ ht/yT^y?; 2/K) . $/^7tr>^^7*^77- K xy$/#^> 

[0 0 7 0] 

*^>d/y. ^D7^fi/>, v>fhv-fe/>c, y?^;ve*/> (t?^*/; 

[0 0 7 1] 

*y % ^yrtsy. xf/jf^F, v^^J^y. F-fe#3r-&;K /**y**-fe;i> 
, bf> Wl/bf IK ^^b<«> x^jKi/K, F-fe#3fiz;w Mrtt 

[0 0 7 2] 

#5ts^ic ^ej > ^ h t- v y icsia-r s A^mifMiaW'ffi'fb^^ ^^^-r 

h-^S/v, l o -t: Fn3f h^>>, htf?-^:^ 'f'J/f^x 9- 

[0 0 7 3] 
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x-s;r>5>y73fiA (ii) — ft>;^nn i/>f U7$» - 
B£ (ii) jra'J K; ^na (if i/>^75» (n) ; S?T>^> 

(l, l -*/9w7*yt?iifl/tf*s/ ! ? h) 'a A (ID (jtjfl,i$75*y) ;x 
trn^^f > ; -f^n^5f> ; S?T>^ > (2-xwnth) -a& (n 
) ; x^l/>^T^ >vnth6i (II) ;T*T(l, 2-m;^fn 
^7 7bQ^ (II) ;7*T(1, 2-^T^^^i/^n'\^-9-> 
) TDtha^ (ii) ; (i, z—tty^Jt/iru^vy) *?u-rb&± (ii 
) ; (4 -rt/i/jtf*5/:7*9 h) (l, 2-^7^;^^DAJft» (II 
) ; (l, 2-i?75;i/^nA^ff-» - (-fvs/h^h) a^ (II) ; (l 
, 2-*?y^ ^ 2/^n'\^>) tf^fi^ ha^.(H) ;t;V7^7f>;fh 

btii */x7?*y. */*-vz •: •:. • a* (id 

[0 0 7 4] 

m&/u&* u*/y*c+-nmimni mi^hm^mt^m/y^ 

Tte> >f l/y-9-(Iressa) (ZD- 1 8 3 9 ; N-(3-#nn-4 

7ai~;i/) -7 h^ps/- 6- [3- (4 -=e;i//ft y — ;i/) ynjK^rS/] -4 

-=3pf*l/U >) , SU5416 (t7^t-y (Semaxanib) ; 
(3Z) -3- [ (3, 5 -V** JU- i H-bfn-;v- 2 — f;i/) 
- 1 , 3 KD- 2 H-W> F-;U- 2 as4fj^#W6*l*. 
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[0 0 7 5] 

^^:I4IJiS^I4tS^^ii^^:S:V^^^, IMC-C225 (Cetuxim 

ab) , RhuMa bVEGF (Bevacizumab) & E #P&f ^tl-So 
[0 0 7 6] 

^T<Z>lfr«IOB#£m • ^i"S^S^2^0D388^>A^^"efey. 9>f^ ■ 
tt^5tt£>*i£o r^f>^-^ain>j tltit Mill ^f>^-7in>a, . 

^y$-7 3LUy a - 2 a,>f>^-7iD>a-2b, Wi/^-73in>iS, 
-f>;?-7xn>r-l a, >f 7^t-7iD> r -n 1 2fc£##tf 6>tlS n 
[0 0 7 7] 

(biologic a :, -Response modifier; 

brm) *e*y, -jkk:, ^#:©%oB&wa#^^«B(fla©^#. 

dMtfc z&m&ms.m srsnas-rs rticiot, js^^&s v^*^©tfs<z>gi 

i/^/7^7>, fcf>>7tn-7K tf^n^^fc^aWf £*l£o 
[0 0 7 8] 

•^-if. ^n*;i/As;>, #:*;wi$?>, %#-?^?-y, nKn*S/A^?F 

[0 0 7 9] 



2002-3087425 



#2 002 — 084677 



% SU-54 160iim *H«W«|5, 7 9 2, 7 8 3flBI 

^{C ; >f Vy9-0»3i*iSa:, *H«*IFS5, 7 7 0, 5 9 9 #^HB 

; IMC-C2 2 5 ©SBitffifctt, TOHW0 9 6/4 0 2 1 0 

#>r?>7Wy hlC ; RhuMab-VEGFCil^il «*.WU HRS&W 
WO94/1 0 2 0 2#;^7l/^htC; Tf^rif U ^^^>©|g5t^li> #J 

xmmmms, 420, 3 1 9#^«h», mms, 959, isstwi 

#IC ; ^AS/^tfXOlBt^ajJa:, ^#^5, 4 3 4, 2 54# 

^5, 2 2 3, 6 0 8#M#{C; h5^> 
tfBMWWS. 1 6 2, 5 3 2#Mf, 1^15, 2 4 7, 0 8 9 fHII, ft 
#5, l.ft-i., Q8-2fttHf, ft!g5, 2 0 0, 5 24#gaj?B#> ftf£ 5 , 2 
4 3, • ' -T-V.;«, W«5,: 3 2 1, 14 0#^M#iC ; JVJ7*J><D 

•H^tST^ vwfctf* .•• mmftwtm-* . • 6 o 4 , 4 6 3*iftHf*ic ;• h#rijy~i* • 

^®#ff^5, 7 3 4, 0 5 6#©IH*K:, -tn-etiW 

[0 0 8 0] 

x#^> 4:bT^*»&, ^tt^tirfrflR-tfA^-ta^fctf 
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[0 0 8 1] 

^r'J> iibtSHi^e.; 5-7;v^a^^t/;i/«. 5-fu ( 

iSft£) £ bTt&f&3§^£> ; 7h77-;i/ (]Sft£r) £bT 

fr£ ; ■Yv>'~;i/ £bT0j2:p»3ig^£> ; S/* 

^tf>ti, i/nt>fF £.LXB*ffimfr*> ; 

T-Mi> *ht7£/K OSft*) il.bT0*f»e.; ^> 
^fcf> fcbT*Sfb;»£; S-lte, TS-1 (if^) ilbT* 

I§^ftfr£> ; yA$/#fcT>&, 3fe®^K>^X (Qvent a s) *>e> ; %. 

[0 0 8 2] 

) i:bTtS5?B»»j^& ; ^^y^tfS/>t±> ttyj-vd/y m&&) thx 
wmmMfrb ; **i3fr?-j*#?'y\%, ) f x*^y £ 
LXih2.ftmMfr*> ; 7l/;fv-f 7*1/* (iSft£) £LTB*tt£R#* 

p> ; ^nv^i'Xt ^7n OSS*) fcl/TH*ft**&; v>f hT>f 

, 7*^w:/ m&&) £LX\U2:ftmMfrt> i \£?;Wi/y&. try;i/tr 

> 08ft;&) tbtB*»&; xilfl/ 77MM^^> (l^ft 
ft*) fcbT0jifcW»Kil^6) ; &0P-f -f#V>fS/> 0Sft£) 

b r 7 r ;v7 >> r # e> > * wmx A^t* 

[0 0 8 3] 
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) i:bt§#IIj!)^ ; ^y^i/yit. yjfrrisy m&&) ULT&mm 
mnfrb; X-htf^ Kit, h (te^) £VXB*fcmfr<D ; V 

•?y*vy\*. «5*svy m&&) i:bt±m^e>; K-fe**-fe/i/fcJu 

[0 0 8 4] 

t^VXh^P) ; ^-^if U^^MU (Desynth S 

[0 0 8 5], 

entas) %yzf VrZ/y\t, ^ST^ K U y ^ ^ 
[0 0 8 6] 

F N £ 0«fi£) i:L/T#Ha8IK^6 ; >f>^-7ia>r-l alt 
[0 0 8 7] 
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[0 0 8 8] 

* # ^ > n ^ * y y t vx{tm$.x$m.mmmm$zffifr *> ; 

[0 0 8 9] 
[0 0 9 0] 

m#<z>3M^\ ^sp^hk *^©a^cj:oT^ 

3 6 0 0 2-3 0 8 7 4-2 5 
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4§-£\ ix.H 1 0!3fc*J 1 &V%L 1 0 0 mg/m 2 , b < & 

10)5:^11 5 mg/m 2 (^ffi^) , £e>JC#£b<&l 3 mg/m 2 (fit* 

(Dmmft£.-t&z£tfT*%& a zz.ts\ ^MB^<om^> mz.\t. i~4 

mm. b<&2~3B#fm, 5^C#*b<l*2l$|ffl3*I8bT«#bT 5 feJ:V* 

o fcts, «#0$t&, &ttm&z$mmz&vmte2>-t)^ mz.\z. iBita&v% 

b5EK L/<lilHl~2@, SfeJC«F*L<ttl 0 11ST*&5. K§ 

mnmJ3-<DM&<Dmm<z>fommmiz* m^h i~6iara, #s;b<&> 2-4 
mm. zbizi8 : &L<i$3~4mmx*%>& a 

[0 0 9 1] 

[00 9 &.>■• 

5 • • . •;. /./ ( 5 - F U) ftP«#-©»^ 

102OO~i Jim g & 1 — 3 taiC^ 0 U ftlfM0f^», #1* 1 
0 5-1 5mg/kg$:fU©5BSl0 1 0 1 0f£&Xte,&?f #£U JSA$L 
5-7. 5mg/kg &BIB&C1 0 lI»ftXtt^l«»ftt« M 

[0 0 9 3] 

S-l (f^7-^ • ^^^f>y h ' t^* *y hA'J (D?&g5#.&te. #! 

$0[II&^S (10*) &#*®*JC-&;bli:T&©£«i:U SBtk^t&tf 

A) tt, 1 . 2 5 m 2 5fciil : 4 0 m g /IS, 1.25 m 2 J^Jt- 1 . 5 m 2 ;^ : 
5 0mg/H, 1. 5m 2 W : 6 0 m g /S^fe *J , S#<Z>^&CJ: yJSHJt 

[0 0 9 4] 

>f fcf>CD?&OT£&&, 09*. tf, 4*2»*/#fcr>i:bT 1 Ell g/m 2 &3 
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[0 0 9 5] 

#-&\ W?L\Z> lHlilOmg (0. 2mg/kg) T'4~6H^1 

Bmmftyyi/3v h^#^> 7~iohmu i 2~ 

3 #-)Vm>)&t a 3dT% ^#fi«> 5 0 0mg (;fr#t) /m 2 
[0 0 9 6] 

tf, 10175~2OOmg&50ia^U 3JH|f:itS 
[0 0 9 7] 

#=*iz;i/£:bT6 Omg/m 2 (#^i®0D £ 1 BfrMJKJi*»»T 3 ~4 SimMI 
t'^iffits el* . 

[0 0 9 8] 

rtt U # =¥-fe;i/OD^*^^ MiH 101III21Omg/m 2 (ft^iMt 
[0 0 9 9] 

e/^^7f>®M*fitt, il^tlfoi^, iBita50~70 
mg/m 2 (#3*®30 T*«#U 3Mffi&>±ifcm?£ aK£*M*L 

[0 10 0] 

iill igi®3 0 0~4 0 0mg/m 2 S: 
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3 0#JBU:;frttTj&»»&U *I>fc< fc*>4«H#arr<5 (IS^AttMtft^b 
[0101] 

tf^fif U lHl@8 5mg/m 2 §:iftU 2jSimflc 

[0 10 2] 

10 0mg/m 2 , .13HiaB5IIB"e3~4ia^*#aU 'M<il : &21^1t 

So 

[0 10 3] 

htfTr%y<Dfeffimm*. W?LiZ> lHimi. 5mg/m 2 5:5HMi 
[0 10 4] 

*/^n*^7T^ K<?>*&iK#m±. ■ »JDR'rt^ftf©»^ «ill-. r.TV^10 
OmglBf^U m#J^Wit.6tl«*-^tt 1 B 2 0 0 m g M •. VV * <V • 
lit 3 0 0 0 — 8 0 0 Omg fK-^f-S StU^ L T % £ V< „ ...... ; ..$"J?K1JS % v i 

lH100~2 0 0mg T'^tS, 
[0 10 5] 

<i UvWmm&m*. mtUX. lHl@2 5 0mgl:MW. 
[0 10 6] 

SU5 4 160^Wlt ffliUX. 6 O^WT 1 4 5 m g /m 2 £M 2 El 
[0107] 

IMC-C2 2 5©MW> 09*. tf, f lHIC4 0 0mg/m 2 ^l 
^0^2 5 Omg/m 2 ?:§MiittS. 
[0 10 8] 

RhuMabVEGFOWtit 3mg/.kgfc#I/Sl»#St 

So 
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[0 10 9] 

fr£>^5 H SIC 5 - FU 4 2 5mg/m 2 > t3>f3JKU> 2 0 0mg/m 2 5: 
[0 110] 

[0 111] 

h ^onS', <ME&t>< - -J * «.*.«:*^y U >&#<Djig * . ; 

; MA U tf-;i/ tf d ; ■■: - < I* sK u r ^ * u y V U 3 - 
* ^> A^©flgfl£^& ; WZ-ltx'T'TV jvyjvn- b < ii^yVJVTJVn 

[0 112] 

, ^Ktt5~10 0ii%, 3&lC^b<tt5~6 0lfi%, 
[0 113] 
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, t/uv-m. mm. &t*M mmtimm) bT«»;§s*is. 

[0 114] 
[0 115] 

<z>M*£»mi:bT> M;L&, o. l — i oii% b<&0. i~5li 
[oi? ; 

L/t, Hit. If. 0. 5-1 oil%®tiM^^^^ts. 

[0 117] 

[0 118] 
[0119] 
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[0 12 0] 
[0 12 1] 

&lrfMs^2K5 5L?:60~6 5T:}C;&nMU R*MM-% ^3-^ 6kg?: 

in*, I^bt^Hts. inML/fc^ltm^W7jcS:jiSiii^.T6 o Ltu rti 

^^IIA.T1 2 0 LttS. ftj&tlfeiStt&O; 2 2 ^ # n > 7 A JU9 ■- ZlfrV 
Tl&ft^iibfe^ l/W^&feU 2 5 5~2 6 5mLi:^5<i:^ iZW,W&&(?) 

[0 12 2] 
SS30M2 

HifUta^t*. rtlM^A&5 0 g»A, »#UT»»bfe«, 
^J»ffl3(ie*S:iIIiLT#ftS: 1 0 k glCt§„ ffktlfcMtfcO. 22^D> 
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[0 12 3] 

mmms 

-mMmw^mmizx, %m± 5 0 0 g, 9 5 0 g . tKn^f 

i/zfu tf;i/iz^n-^ 2 o o g, ^n7*;wn-xth'J^3 0 0 g, 

SAiooog zMWhTm-ertZo mm** ooo s fcasanu mw^x&n 

tffWb, 2 0 0mgMm. 
[0124] 

mmwi 

a) ^ 

4«Sifii$f (FCS) te^i/^f- h*±fr£>. DMEM^iliJifi';^^ 

M. Ohkubo et al. , Bioor'g. & Med. Chem 
Lett. , 9, 3307-3312 (1 9 9 9) ) C± »J-&J*Ufc. 

zf^^-y (ccdp, ^ytfm \tn*ttM&V* jjyJhT^y (cpt) & 
s/#v*fcj:»K rKume/> (a dm. tfut^>) »is*i»»J:y» t? 

>^<JXf> (VCR, ^->ntf» tt«t«PH*y#^rA#bfe. 
[0 12 5] 

b) flllig 

HCT116th^§^», SCC-2 5l:h^llE A 4 2 7 fcl h 
•V 3l/^i/a> (American Type Culture Colle 
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ction; ATCC) i'JAf It. 
[0 12 6] 

c) 

1 0%FC S^iDDMEM^fClil, lTt&fcU 10 0 Of/5 0 
7-f^D"J y h;v<DlMit$:9 6^7Xf7^^U-bi:Mbfe. 3 7 
1C, 5%C0 2 -9 5%2A*Tf ll»«tbfc. &Mn*V*?-)\sX)\,ifr*i/ F 

Tfcv^fc:/ I/- MC 5 07>f^n'J»; h/HTo#*febfe. . S e>tC 3 HIS, 3 7"C 
, 5%C0 2 -9 5%^T*«#t5. i&#$MM(D^OTST-82S (H 
Tominaga, et al. , Anal. Commun. , 36 
, 47-50 (1999)) JC<fcy«teLfc. HT% WST-8^ttt, #7? 

{ci 07>f^ny y hMWST- 8WMH&jDit, i~6B#im3 7x:-e^F# 

[0127] 

2o<3D^0©^5f^ffltt>f yaWny^A v x . > ^ O 1 o g r a m) j£ (G. 
G. Steel and M. Peckham, Int. J. Rad 
iat. Oncol. Biol. Phys. , 5, 8 5-9 1 (1 9 7 9 

) ) fcBw #JBS**© J fiJ)fe*:ffofc. >f ytftn^A&Jc^oT, * 

*\ 5 0%W&U±WiSL (IC 50 ) iWlfi^»*fe«fctF«^ 

-£*>i*®l§-& (*e-Fl) i:, R*<Z)f^M«^&f*o»^ F2) 
[0 12 8] 
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mmm 


CDDP 


CPT 


ADM 


HCT116 


S 


S 




SCC-25 


S 


S 




A427 


S 


S 




J82 


S 


S 


S 



S : mmftm. CDDP : ^^7^^ : # >^ h 

ADM : T K U Tv^v-y 
[0 12 9] 

a) ^VXte&TftfAjMBfc 

P 3 8 8 VVX&j6LmMffil*mftWAj1Z>*- £ IJA^bfc. 
[0 13 0] 

b) fit* 

[0131] 

c) 

P 3 8 8T#;*fi]fo#iWJK&TtfX lEE&fcy 1 0 0 5?ffiS:H|[ieWlC#ffi[Ufe 
(Day 0) „ SH (Day 1) IC «J&£ 2 i^K^ L * 

M^S^^fe^^^Sl^^fe^E^H^^^bfeo *H«FT» (D a 
y 3 0) &c£^U JK^K^©^i?)6)4xJ&^ofevii7X^ ^t&Jiiib, £ 

#Bi££6 0 BhbTffJtLbfco 35l#* (I LS%, Increased Li 
fe Span) ^T©StJ; 

ils%= ( (mmtommamtrHK) / mmimmmam&Bm - n 

X 1 0 0 

(CI, Combination Index) i£44Jftlft®flHr4B 
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5, 7 5- 7 8 (1 9 9 8) ) &C£yj^T<Z>^:£&£:o 
[0 13 2] 

c i =mmmn<z> ils%/ (j-10708 s#^jt*© ils %+wm&m 

7?C0I L S %) 

CI tcg;U^T<z><fce)tc2M©^ffi^m^^bfeo 

C I > 1 : *B£& C I = 1 : ffijflnS&JH, C I< 1 : M#vf£M 
[0 13 3] 

[^2] 







m 




(mg/kg) 




(mg/kg) 




(ILS%) 


CI 










11.5 ±1.0 


0 




it&®A 


75 






18.0 ±1.2 


57 








.CDDP 


1.67 


25.4 ±19.6 


121 








ADM 


1.5 


19.0 ±1.9 


65 








VP-16 


7.5 


17.4 ±4.1 


51 




i.i'^A 


75 


CDDP 


1.67 


39.6 ±18.6 


244 


1.38 


its MA 


75 


ADM 


1.5 


35.6 ±2Z3 


210 


1.72 


itGVSA 


75 


VP-16 


7.5 


52.8 ±161 


359 


3.33 



a) ^vxjBt&tfi/umm 

4>&V\L5l^0iCDF 1 V^^S.t>*P 3 8 8 &itffi%ttMKz> V>Tfcfc 

[0 13 4] 

b) ft$ 

[0 13 5] 

c) mmimm 
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(Day 0) . SB (Day 1) K:*«I»«VM4 2»I«:J«lffi«a#bfc- M 

M#&mftmm&&T*mMMum£ttM&BWL*m®v&o mmmrm (Da 

y 3 0) tC£$gU M.fr^<DMtobft1&-fr^tc.*?y*** ^feMUh. £ 
#B$££ 6 0 LTff^bfc. ( I L S%, Increased Li 

f e Span) 2 h H«Kl#«)fc. 

[0 13 6] 

*fe,'-m-&%A#SSl. ADMm #V^b^*A2fctfADM#miCfcV*TH 
g^COI L S%5:^tt#i5:l:i!?)fe. r«DS^*S:T97|||B!ftlcl B 1 HU 



[0137] 

[^3] 















' (mg/kg) 




(mg/kg) 


(ILS%) 


zi^ho— ;u 








0 




25 






79 






ADM 


1.5 


92 


<b^$iA 


5 


ADM 


0.3 


83 



[0 13 8] 

[354] 



*136#J 


(mg/kg) 


m2mm 


(mg/kg) 




( g ) 










0/4 


+0.8 




25 






4/4 








ADM 


1.5 


0/4 


+0.1 


ib-a-^A 


5 


ADM 


0.3 


0/4 


+0.3 



[0 13 9] 
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^tfAyiSSfc^bfco £*i 6 ©31^ 4: K:«ky, M*©H 

[01] 
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1 
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mm) 

[fls i ] 




1 
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##fflJS©#-3 #0 2002-084677 

50200419045 

mm'g Hj£fiS_h0 0 0 9 4 

imB 31270 



i 
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ffi m a m w m m 



f$#!## (0 0 0 0 0 5 0 7 2) 

1. WZM^MB 1 9 9 0^ 8M 7H 

ft ffi *JK«**EH#«3Mr2TB2#S-3 



l 
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